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SUMMARY:  The  Commissioner  of 
Food  and  Drugs,  based  on  the  recom¬ 
mendations  of  the  National  Advisory 
Food  and  Drug  Committee  concerning 
evidence  of  the  development  and 
transfer  or antibiotic  resistance,  is  pro¬ 
posing  to  limit  the  distribution  of 
animal  feed  premixes  containing  peni¬ 
cillin  and  tetracycline  (chlortetracy- 
cline  and  oxytetracycline)  to  feed  mills 
that  hold  approved  medicated  feed  ap¬ 
plications  which  permit  the  mills  to 
manufacture  such  medicated  feeds.  He 
is  also  proposing  to  restrict  further 
the  distribution  of  such  feeds  to  the 
order  of  a  licensed  veterinarian  as  part 
of  the  record  maintenance  require¬ 
ments  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

DATES:  Written  comments  by  April 
20,  1978.  The  Commissioner  will  also 
hold  two  informal  public  hearings  in 
accord  with  the  provisions  of  21  CFR 
Part  15,  to  provide  the  opportunity  for 
oral  comments  on  the  proposal  by  in¬ 
terested  persons.  The  hearings  will  be 
held  in  agricultural  areas,  and  the 
time  and  place  of  those  meetings  will 
be  announced  in  future  Federal  Reg¬ 
ister  notices. 

ADDRESS:  Comments  to  the  hearing 
Clerk  (HFC-20),  Food  and  Drug  Ad¬ 
ministration,  Rm.  4-65,  5600  Fishers 
Lane,  Rockville,  Md.  20857. 

FOR  FURTHER  INFORMATION 
CONTACT: 

Gerald  B.  Guest,  Bureau  of  Veteri¬ 
nary  Medicine  (HFV-130),  Food  and 
Drug  Administration,  Department  of 
Health,  Education,  and  Welfare, 
5600  Fishers  Lane,  Rockville,  Md. 
20857,  301-443-4313). 

SUPPLEMENTARY  INFORMATION: 

I.  Introduction 

A.  REGULATORY  BACKGROUND 

Antibacterial  drugs  have  been  used 
at  sub  therapeutic  levels  (lower  levels 
than  those  necessary  to  cure  disease) 
in  animal  feed  for  over  25  years  for 
growth  promotion,  improved  feed  effi¬ 
ciency,  and  disease  prevention. 


Growth  promotant  benefits  from  this 
use  were  first  observed  when  animals 
were  fed  the  discard  products  from  the 
fermentation  process  that  was  origd- 
nally  used  in  the  manufacture  of 
chlortetracycline;  however,  the  precise 
mechanism  of  that  action  remains  un¬ 
clear. 

Initially,  antibiotics  for  use  in 
animal  feed  were  regulated  under  the 
provisions  of  section  507  of  the  Feder¬ 
al  Food,  Drug,  and  Cosmetic  Act  (21 
U.S.C.  357).  Unlike  the  basic  private  li¬ 
censing  system  applicable  to  new 
drugs,  the  provisions  of  section  507 
created  a  public  regulation  or  mono¬ 
graph  system  for  regulating  these 
products,  in  part  because  of  the  com¬ 
plexities  in  manufacturing  the  prod¬ 
ucts  and  the  lack  of  knowledge  of 
their  chemical  structures.  Antibiotic 
residues  in  food  from  food-producing 
animals  were  then  regulated  under  the 
provisioFiS  of  the  act  dealing  with  adul¬ 
teration  and  misbranding.  After  enact- 
m.eiit  of  the  Food  Additives  Amend¬ 
ment  of  1958  (Pub.  L.  85-929),  the  resi¬ 
dues  were  principally  regulated  by  sec¬ 
tion  409  of  the  act  (21  U.S.C.  348) 
w'hich  also  establishes  a  public  mono¬ 
graph  system  of  premarket  approval. 

Under  the  antibiotic  monograph  pro¬ 
cedure,  the  pioneer  manufacturer  gen¬ 
erates  and  submits  the  basic  safety 
and  effectiveness  data  in  a  form  PD- 
1675  (formerly  FD  Form  5).  A  regula¬ 
tion  is  subsequently  published  setting 
forth  the  standards  of  identity, 
strength,  quality,  and  purity  and  the 
requirements  for  packaging  and  label¬ 
ing  which  the  product  must  meet.  The 
Commissioner  of  Food  and  Drugs’  ap¬ 
proval  of  the  same  product  made  by 
another  manufacturer  is  then  condi¬ 
tioned  solely  upon  a  demonstration 
that  it  meets  the  requirements  of  the 
regulation,  and  this  is  normally  accom¬ 
plished  by  batch  certification.  Section 
507(c)  of  the  act,  however,  permits  the 
Commissioner  to  exempt  by  regulation 
any  drug  or  class  of  drugs  from  the 
ceitification  requirement  when  he 
concludes  that  certification  is  unneces¬ 
sary  for  the  manufacture  of  the  drugs. 
Antibiotics  for  use  in  animal  feeds  as 
feed  ingredients  were  exempted  from 
the  certification  requirement  in  1951 
by  publication  in  the  Federal  Regis¬ 
ter  of  April  28,  1951  (16  FR  3647),  and 
those  for  use  as  drugs  were  exempted 
in  1953  by  publication  in  the  Federal 
Register  of  April  22,  1953  (18  FR 
2335).  These  are  now  set  out  in 
§§510.510  and  510.515  (21  CFR  510.510 
and  510.515). 

The  Animal  Drug  Amendments 
(Pub.  L.  90-399)  consolidated  the  pro¬ 
visions  of  the  act  then  dealing  with 
the  premarket  approval  of  drugs  in¬ 
tended  for  use  in  animals  (sections 
409,  505,  and  507)  into  new  section  512 
(21  U.S.C.  360b),  to  more  efficiently 
and  effectively  regulate  these  articles 
(Senate  Committee  on  Labor  and 


Public  Welfare,  Animal  Drug  Amend¬ 
ments  of  1968,  S.  Rep.  No.  1308,  90th 
Cong.,  2d  Sess,  (1968)).  One  side  effect 
of  this  legislation  brought  the  manu¬ 
facture  of  antibiotics  under  the  same 
private  licensing  system  applicable  to 
new  drugs  (id;  Hearing  on  S.  1600  and 
H.R.  3639  Before  the  Subcommittee 
on  Health  of  the  Senate  Committee  on 
Labor  and  Public  welfare,  90th  Cong., 
2d  Sess.  (1968)).  To  efficiently  accom¬ 
plish  this  change.  Pub.  L.  90-399  con¬ 
tained  a  transition  clause  (section 
108(b))  which  provided  that  all  prior 
approvals  for  the  use  of  drugs  in  ani¬ 
mals  and  animal  feeds  would  continue 
in  effect  and  be  subject  to  change  in 
accordance  with  the  provisions  of  the 
basic  act  as  amended.  In  summary,  all 
persons  legally  marketing  antibiotics 
under  the  provisions  of  sections  409, 
505,  and  507  of  the  act  on  August  1, 
1969,  the  effective  date  of  the  Animal 
Drug  Amendments  of  1968,  were 
awarded  the  equivalent  of  an  approved 
new  animal  drug  application  (NADA); 
but  all  holders  of  such  approvals  w’ere 
also  subjected  to  all  the  requirem.ehts 
imposed  by  the  act  and  regulations  on 
such  persons. 

B.  SAFETY  concerns 

The  Food  and  Drug  Administration 
(FDA)  first  became  concerned  about 
the  potential  for  harm  to  man  and  ani¬ 
mals  associated  with  subtherapeutic 
antibiotic  use  in  animal  feed  in  the 
mid-1960’s,  and  it  began  to  study  the 
effects  of  low-level  subtherapeutic 
feeding  of  antibiotics  extensively.  The 
agency  supported  research,  held  sym¬ 
posia,  and  consulted  with  outside  ex¬ 
perts  to  review  these  nonmedical  uses 
of  antibiotics  in  animal  feeds.  Follow¬ 
ing  a  report  issued  by  the  British  Gov¬ 
ernment  Joint  Committee  (the  Swann 
Committee),  “On  the  Use  of  Antibiot¬ 
ics  in  Animal  Husbandry  and  Veteri¬ 
nary  Medicine,”  the  Commissioner  es¬ 
tablished  a  Task  Force  of  scientists, 
with  consultants  from  government, 
universities,  and  industry,  to  review 
comprehensively  the  use  of  antibiotic 
drugs  in  animal  feeds  in  April  1970. 

The  Task  Force’s  conclusions  were 
published  in  a  February  1,  1972  (37  FR 
2444)  notice  of  proposed  rulemaking 
which  initiated  the  mandatory  testing 
procedure  outlined  in  §  558.15  (21  CFR 
558.15)  to  resolve  conclusively  the 
issues  of  safety  surrounding  the  subth¬ 
erapeutic  use  of  antibiotics  in  animal 
feeds.  The  Task  Force’s  principal  con¬ 
clusions  were  the  following: 

(1)  The  use  of  antibiotics  and  sulfon¬ 
amide  drugs,  especially  in  growth  pro¬ 
motant  and  subtherapeutic  amounts, 
favors  the  selection  and  development 
of  single  and  multiple  antibiotic  resis¬ 
tant  and  R-plasmid-bearing  bacteria. 

(2)  Animals  which  have  received 
either  subtherapeutic  and/or  thera¬ 
peutic  amounts  of  antibiotic  and  sul¬ 
fonamide  drugs  in  feeds  may  serve  as  a 
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reservoir  of  antibiotic  resistant  patho¬ 
gens  and  nonpathogens.  These  reser¬ 
voirs  of  pathogens  can  produce  human 
infections. 

(3)  The  prevalance  of  multiresistant 
R-plasmid-bearing  pathogenic  and 
nonpathogenic  bacteria  in  animals  has 
increased  and  has  been  related  to  the 
use  of  antibiotics  and  sulfonamide 
drugs. 

(4)  Organisms  resistant  to  antibac¬ 
terial  agents  have  been  found  on  meat 
and  meat  products. 

(5)  There  has  been  an  increase  in 
the  prevalence  of  antibiotic  and  sul¬ 
fonamide  resistant  bacteria  in  man. 

(6)  The  Task  Force  also  identified 
three  areas  of  primary  concern: 
human  health  hazards,  animal  health 
hazards,  and  antibiotic  effectiveness; 
and  it  established  guidelines  to  mea¬ 
sure  whether  use  of  any  antibiotic  or 
antibacterial  agent  in  animal  feed  pre¬ 
sents  a  hazard  to  human  and  animal 
health. 

Principally,  the  February  1972  pro¬ 
posal  announced  that  all  currently  ap¬ 
proved  subtherapeutic  uses  of  antibi¬ 
otics,  nitrofurans,  and  sulfonamides  in 
animal  feeds  would  be  revoked  unless 
data  were  submitted  to  resolve  conclu¬ 
sively  the  issues  concerning  safety  to 
man  and  animals  in  accordance  with 
the  Task  Force  guidelines.  The  notice 
also  proposed  to  establishla  time  table 
for  filing  commitments,  conducting 
studies,  and  submitting  relevant  data 
and  information.  Briefly,  the  guide¬ 
lines  may  be  summarized  as  follows: 

HUMAN  AND  ANIMAL  HEALTH  SAFETY  CRITERIA 

1.  Transfer  of  drug  resistance:  (a)  An  anti¬ 
bacterial  drug  fed  at  subtherapeutic  levels 
to  animals  must  be  shown  not  to  promote 
increased  resistance  to  antibacterials  used  in 
human  medicine.  Specifically,  increased 
multiple  resistance  capable  of  being  trans¬ 
ferred  to  other  bacteria  in  animals  or  man 
should  not  occur,  (b)  If  increased  transfer¬ 
able  multiple  resistance  is  found  in  coli- 
forms,  studies  may  be  done  to  show  whether 
this  resistance  is  transferable  to  man. 

2.  The  Salmonella  reservoir:  The  use  of  an 
antibacterial  drug  at  subtherapeutic  levels 
in  animal  feed  must  be  shown  not  to  result 
in  (a)  an  increase  in  quantity,  prevalence  or 
duration  of  shedding  of  Salmonella  in  medi¬ 
cated  animals  as  compared  to  nonmedicated 
controls;  (b)  an  increase  in  the  number  of 
antibiotic  resistant  Salmonella  or  in  the 
spectrum  of  antibiotic  resistance;  (c)  disease 
(caused  by  Salmonella  or  other  organisms) 
that  is  more  difficult  to  treat  with  either 
the  same  medication  or  other  drugs. 

3.  The  use  of  subtherapeutic  levels  of  an 
antibacterial  drug  should  not  enhance  the 
pathogenicity  of  bacteria,  e.g.,  by  increasing 
enterotoxin  production.  The  association  of 
toxin-produced  characteristics  with  transfer 
factors  must  be  investigated  in  well-de¬ 
signed  studies.  (Final  resolution  of  this 
question  was  not  expected  within  the  2-year 
period.  Drug  sponsors  were  expected  to 
show  evidence  of  work  underway  which 
would  lead  toward  answers  to  this  question.) 

4.  An  antibacterial  drug  used  at  subthera¬ 
peutic  levels  in  the  feed  of  animals  shall  not 
result  in  residues  in  food  ingested  by  man 


which  may  cause  either  increased  numbers 
of  pathogenic  bacteria  or  an  increase  in  the 
resistance  of  pathogens  to  antibacterial 
agents  used  in  human  medicine.  Hypersensi¬ 
tivity  to  residues  was  to  be  addressed  by  a 
literature  survey. 

The  February  1972  proposal  further 
addressed  the  issue  of  future  antibiot¬ 
ic  use  in  animal  feed  if  the  Commis¬ 
sioner  were  utlimately  to  conclude, 
after  evaluating  the  data  to  be  submit¬ 
ted,  that  the  subtherapeutic  use  of 
antibiotics  in  animal  feeds  should  be 
curtailed.  The  Commissioner  proposed 
to  restrict  any  remaining  uses  of  anti¬ 
biotics  in  animal  feeds  to  short-term 
therapeutic  use  on  the  order  of  a  li¬ 
censed  veterinarian. 

Some  380  responses  were  received  on 
the  proposal,  and  the  Commissioner 
promulgated  the  final  order  on  April 
20,  1973  (38  FR  9811.)  One  issue  spe¬ 
cifically  discussed  in  the  preamble  to 
the  final  regulations  was  the  practical¬ 
ity  of  the  veterinarian’s  order  option. 
The  agency’s  Task  Force  on  the  Use  of 
Antibiotics  in  Animal  Feeds  initially 
suggested  this  restriction,  and  the 
Commissioner  agreed  with  it.  He  con¬ 
cluded  that  adopting  this  restriction 
would  insure  the  continued  availabil¬ 
ity  of  useful  products  while  at  the 
same  time  limiting  the  improper  use  of 
products  that  have  exhibiteci  a  safety 
hazard. 

With  the  promulgation  of  the  final 
order,  the  requirements  imposed 
became  legally  binding  on  all  firms 
marketing  antibacterial  drugs  for 
subtherapeutic  use  in  feed.  Therefore, 
in  the  Federal  Register  of  August  6, 
1974  (39  FR  28393),  the  Commissioner 
proposed  to  withdraw  all  approvals 
held  by  persons  who  had  not  complied 
with  the  initial  requirement  of  filing 
commitments  to  conduct  the  necessary 
studies,  and  all  such  approvals  were 
withdrawn  by  his  order  issued  on  Feb¬ 
ruary  25,  1976  (41  FR  8282).  Thus, 
only  those  products  now  listed  in  Part 
558  (21  CFR  Part  558)  can  be  legally 
marketed  at  this  time. 

By  April  20,  1974,  the  date  estab¬ 
lished  for  the  first  submissions  of  data 
under  §558.15,  the  Bureau  of  Veteri¬ 
nary  Medicine  had  begun  a  review  of 
the  data  submitted  for  penicillin  and 
tetracycline  (chlortetracyline  and  oxy- 
tetracy Cline),  which  are  the  most  sig¬ 
nificant  antibiotics  used  both  subther- 
apeutically  in  animal  feeds  and  in 
human  medicine,  and  by  April  20, 
1975,  data  concerning  the  safety  and 
efficacy  criteria  for  all  antibiotic  and 
sulfonamide  drugs  had  been  received. 
At  the  Bureau’s  request,  the  Commis¬ 
sioner  asked  FDA’s  National  Advisory 
Food  and  Drug  Committee  (NAFDC) 
to  review  the  data  and  the  issues  in¬ 
volved  and  to  make  reommendations 
on  the  future  uses  of  subtherapeutic 
antibiotics  in  animal  feeds. 

The  NAFDC  appointed  a  subcom¬ 
mittee  of  three  members,  the  Antibiot¬ 


ics  in  Animal  Feeds  Subcommittee 
(AAFS),  to  work  in  conjunction  with 
four  expert  consultants  from  disci¬ 
plines  related  to  the  issue.  The  Bureau 
of  Veterinary  Medicine  prepared  de¬ 
tailed  analyses  of  the  evidence  con¬ 
cerning  penicillin  and  the  tetracy¬ 
clines  which  were  presented  to  the 
AAFS  during  5  days  of  open  meetings. 
Comments  were  also  heard  at  these 
meetings  from  the  drug  industry, 
animal  scientists,  and  other  interested 
parties.  The  Bureau  prepared  a  com¬ 
prehensive  summary  report  for  the 
subcommittee  with  tentative  recom¬ 
mendations.  Two  additional  meetings 
were  held  during  which  the  subcom¬ 
mittee  deliberated  and  proponents  and 
opponents  of  subtherapeutic  antibiotic 
use  gave  statements.  In  September 
1976,  the  AAFS  presented  its  prelimi¬ 
nary  report  ot  the  parent  committee 
(Ref.  1).  The  subcommittee  made  gen¬ 
eral  recommendations  on  the  future 
uses  of  antibiotics  in  animal  feed  and 
specific  recommendations  on  the 
future  use  of  penicillin  and  the  tetra¬ 
cyclines. 

For  penicillin,  the  subcommittee  rec¬ 
ommended  that  FDA  discontinue  its 
use  in  all  species  for  growth  promotion 
and  feed  efficiency.  It  further  recom¬ 
mended  that  use  of  penicillin  be  dis¬ 
continued  in  all  species  for  disease  pre¬ 
vention  where  effective  substitutes  are 
available. 

The  recomendations  of  the  AAFS 
concerning  continued  tetracycline  use 
were  less  stringent.  It  recommended 
that  FDA  discontinue  tetracycline  use 
for  growth  promotion,  feed  efficiency, 
and  disease  prevention  in  all  species 
where  effective  substitutes  are  avail¬ 
able,  The  subcommitee  also  recom¬ 
mended  that  the  remaining  subthera¬ 
peutic  tetracycline  uses  be  limited  to 
those  periods  of  time  when  a  particu¬ 
lar  animal  species  is  threatenecl  with  a 
specific  animal  disease. 

The  subcommitee’s  general  recom¬ 
mendations  were  far  ranging.  Recog¬ 
nizing  that  a  potential  for  harm  is  in¬ 
herent  in  widespread  use  of  antibiotics 
in  animal  feeds,  it  recommended  that 
FDA  establish  regulatory  measures  to 
assure  that  antibacterial  drugs  are 
used  judiciously  in  animal  feeds  by 
limiting  sale  of  tetracycline-  and  peni¬ 
cillin-containing  products  to  feed  mills 
and  producers  who  hold  an  approved 
medicated  feed  application.  The  sub¬ 
commitee  recognized  that  this  action 
would  remove  these  products  from 
direct  dispensing  by  veterinarians  who 
do  not  own  registered'  feed  mills,  and 
accordingly  the  subcommitee  suggest¬ 
ed  that  the  order  of  a  licensed  veterin¬ 
arian  be  incorporated  into  the  distri¬ 
bution  system.  It  further  recommend¬ 
ed  careful  monitoring  procedures  to 
assure  compliance  with  the  proposed 
use  restrictions.  The  remaining  recom¬ 
mendations  concerned  future  monitor¬ 
ing,  research,  and  goals. 
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At  its  January  24,  1977  meeting,  the 
NAFDC  agreed  that  a  potential  for 
harm  exists  with  subtherapeutic  anti¬ 
biotic  use  in  animal  feed  and  accepted 
both  the  subcommittee’s  recommenda¬ 
tion  on  penicillin  use  and  the  basic 
context  of  the  general  recommenda¬ 
tions.  But,  for  tetracyclines,  the  com¬ 
mittee  concluded  that  only  distribu¬ 
tion  be  restricted  in  conjunction  with 
the  conditions  imposed  by  the  general 
recommendations  (Ref.  2).  The  Com¬ 
missioner  agreed  with  the  NAFDC’s 
recommendations  on  penicillin.  How¬ 
ever,  he  concluded  that  more  stringent 
action  against  the  use  of  tetracycline 
w'as  necessary,  and  at  the  April  15, 
1977  NAFDC  meeting  he  announced 
that  FDA  would  propose  to  discontin¬ 
ue  all  nonessential  tetracycline  uses  in 
animal  feed. 

The  Commissioner  also  recognized 
the  importance  of  the  NAFDC’s  gener¬ 
al  recommendations  to  restrict  the  dis¬ 
tribution  and  unsupervised  use  of 
these  antibiotics  in  animal  feeds.  For 
this  reason,  he  announced  that  FDA 
would  propose  to  add  the  require¬ 
ments  for  an  approved  medicated  feed 
application  (Form  FD-1800)  and  the 
veterinarian’s  order  (1)  to  insure,  to 
the  extent  possible,  that  the  drugs  will 
be  placed  in  the  hands  of  individuals 
with  training  and  background  who  are 
qualified  to  administer  the  drug  prod¬ 
ucts,  (2)  to  assist  the  use  of  the  most 
effective  level  of  antibiotic  for  the 
shortest  time  necessary  to  achieve  the 
desired  results,  and  (3)  to  insure  that  a 
valuable  management  tool,  i.e.,  the  te¬ 
tracyclines,  continues  to  be  available 
when  necessary  (Ref.  5). 

Since  that  time,  PDA  has  initiated  a 
series  of  administrative  actions  that 
ultimately  propose  to  eliminate  all 
uses  of  penicillin-  and  tetracycline- 
containing  medicated  animal  feeds 
that  have  not  been  shown  to  be  safe 
and  effective,  or  for  which  there  are 
safe  and  effective  alternatives.  This 
will  assure  that  any  potential  for 
harm  associated  with  the  use  of  these 
products  will  be  minimized  if  not 
eliminated. 

In  the  Federal  Register  of  May  27, 
1977  (42  PH  27264),  the  Commissioner 
issued  a  call  for  data  on  the  potential 
environmental  impact  of  FDA’s  pro¬ 
posed  actions.  He  further  announced 
that  the  Bureau  of  Veterinary  Medi¬ 
cine  would  propose  (1)  to  terminate  all 
subtherapeutic  uses  of  penicillin  in 
animal  feed,  (2)  to  restrict  the  use  of 
tetracyclines  to  situations  where  there 
are  no  viable  alternatives,  (3)  to 
impose  restrictions  on  the  distribution 
and  the  uses  of  penicillin  and  tetracy¬ 
cline  in  animal  feed,  and  (4)  to  expe¬ 
dite  the  drug  efficacy  study  implemen¬ 
tation  notices  proposing  to  withdraw 
approval  of  all  penicillin  and  tetracy¬ 
cline  combination  products  that  lack 
substantial  evidence  of  effectiveness. 

The  Director  of  the  Bureau  of  Vet¬ 
erinary  Medicine,  in  the  Federal  Reg- 
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ISTER  of  June  10,  1977  (42  FR  2999), 
then  issued  a  notice  of  opportunity  for 
hearing  proposing  to  withdraw  ap¬ 
proval  of  the  NADA’s  for  all  penicillin- 
streptomycin  premixes  intended  for 
use  in  animal  feed  on  the  ground  that 
new  information  now  before  him  indi¬ 
cates  that  they  lack  substantial  evi¬ 
dence  of  the  effectiveness  that  is  re¬ 
quired  for  their  indications  for  use. 

Next,  in  the  Federal  Register  of 
August  30,  1977  (42  FR  43772),  the  Di¬ 
rector  issued  a  notice  of  opportunity 
for  hearing  proposing  to  withdraw  ap¬ 
proval  of  all  NADA’s  for  penicillin- 
containing  new  animal  drugs  intended 
for  use  in  animal  feed  principally  be¬ 
cause  the  evidence  surrounding  this 
use  demonstrates  that  they  have  not 
been  shown  to  be  safe.  He  issued  a 
similar  notice  of  opportunity  for  hear¬ 
ing  concerning  certain  subtherapeutic 
uses  of  tetracycline  in  animal  feed  on 
October  21, 1977  (42  FR  56264). 

II.  Function  of  ’This  Notice 

The  function  of  this  notice  is  to  pro¬ 
vide  a  forum  for  public  debate  on  the 
need  to  revise  FDA’s  prior  policy  on 
the  control  and  distribution  of  penicil¬ 
lin  and  tetracycline  in  animal  feed. 
These  products  are  now  available 
without  the  need  for  a  veterinarian’s 
order,  suid  no  approved  application  is 
required  to  manufacture  a  medicated 
feed  containing  them.  The  Commis¬ 
sioner  is  proposing  to  impose  regula¬ 
tory  procedures  that  will  eliminate  the 
routine  and  unnecessary  use  of  antibi¬ 
otics  in  animal  feeds.  The  FDA  Task 
Force  on  the  Use  of  Antibiotics  in 
Animal  Feeds,  the  AAFS,  and  the 
NAFDC  have  all  recommended  this 
course  of  action  independently  from 
recommendations  about  the  safety  of 
these  drugs,  and  the  Commissioner 
agrees  that  dealing  with  the  distribu¬ 
tion  and  control  issue  separately  is  the 
appropriate  way  to  proceed;  As  the 
discussion  in  Part  III  of  this  preamble 
outlines,  the  evidence  before  FDA 
demonstrates  that  a  potential  for 
harm  to  animals  and  man  exists  from 
the  development  of  R-plasmid-mediat- 
ed  resistance  to  antibacterial  agents 
which  may  be  aggravated  by  imcon- 
trolled  subtherapeutic  use  of  these 
antibiotics  in  animal  feed.  An  effort 
must  be  made  to  assure  the  future 
utility  of  these  life-saving  products  be¬ 
cause  use  of  the  antibiotics  is  exten¬ 
sive  for  both  humans  and  animals. 

In  1960,  the  annual  production  of 
antibiotics  in  the  United  States  was 
4.16  million  pounds,  of  which  2.95  mil¬ 
lion  poimds  were  used  for  therapeutic 
purposes  in  human  and  veterinary 
medicine  and  1.20  million  poimds  were 
added  to  animal  feed.  By  1970,  9.6  mil¬ 
lion  pounds  were  used  in  human  and 
veterinary  medical  pharmaceuticals, 
and  the  animal  feed  additive  use  was 
7.3  million  pounds.  Moreover,  accord¬ 
ing  to  “Synthetic  Organic  Chemicals, 
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United  States  Production  and  Sales 
(1971-1975),’’  U.S.  International  ’Trade 
Commission  Publication  804,  the  5- 
year  average  production  of  antibiotics 
between  1971  and  1975  was^  11.16  mil¬ 
lion  pounds  for  medicinal  uses  and 
7.68  million  pounds  for  nonmedicinal 
uses,  including  feed  additive  uses.  Over 
those  5  years,  the  aggregate  average  of 
the  total  production  for  those  nonme¬ 
dicinal  uses  was  40.8  percent— but  48.6 
percent  in  1975.  Thus  the  use  of  anti¬ 
biotics  in  animal  leeds  is  a  consider¬ 
able  element  in  the  overall  use  of  anti¬ 
biotics  in  this  coimtry  and  consequent¬ 
ly  must  be  considered  a  signihcant 
contributor  to  the  problem  of  R-plas- 
mid  antibiotic  resistance.  Penicillin 
and  the  tetracyclines  are  important 
among  the  antibiotics  used  in  animal 
feeds. 

Several  methods  of  restricting  the 
use  of  penicillin  and  tetracycline  in 
animal  feed,  and  thereby  reducing  the 
potential  for  harm  associated  with 
subtherapeutic  antibiotic  use,  are 
available  to  the  Commissioner.  The 
most  drastic  method  is  to  terminate 
their  use  completely  in  animal  feed 
whether  intended  for  therapeutic  or 
subtherapeutic  use,  and  this  could  per¬ 
haps  be  accomplished  under  the  immi¬ 
nent  hazard  provision  of  section 
512(e)(1)  of  the  act.  Another  approach 
is  to  withdraw  approval  of  all  thera¬ 
peutic  and  subtherapeutic  uses  that 
have  not  been  shown  to  be  safe  or  ef¬ 
fective  or  that  have  available  substi¬ 
tutes,  and  in  the  Commissioner’s  opin¬ 
ion,  this  is  the  most  appropriate 
course  of  action  at  the  present  time. 
Accordingly,  FDA  has  embarked  on 
the  latter  course. 

But  a  third  supplementary  method 
of  controlling  the  use  of  these  drugs  is 
also  available.  ’The  Commissioner  can 
minimize  the  potential  for  harm  asso¬ 
ciated  with  the  widespread  use  of  peni¬ 
cillin  and  tetracycline  in  animal  feed 
by  limiting  their  distribution  through 
his  authority  to  promulgate  regula¬ 
tions  under  section  701(a)  of  the  act 
(21  U.S.C.  371(a))  in  conjunction  with 
his  substantive  authority  under  sec¬ 
tions  502(f),  512  (a),  (b),  (d),  (i),  and 
(m)  (21  U.S.C.  352(f),  360b  (a),  (b),  (d), 
(i),  and  (m)),  to  the  order  of  a  licensed 
veterinarian  from  feed  mills  holding 
approved  medicated  feed  applications 
permitting  the  manufacture  of  such 
feed.  The  issues  involved  are  generic, 
legally  severable,  and  essentially 
policy;  and  such  action  also  accom¬ 
plishes  the  three  functions  that  are 
identified  in  the  Commissioner’s  April 
statement  to  the  NAFDC.  Moreover, 
that  action  is  consistent  with  his  earli¬ 
er  discussions  in  this  area  (see 
§  58.15(f)(1)  (21  CFR  558.15(f)(J)))  and 
all  the  recommendations  from  che  in¬ 
dependent  groups  advising  the  agency 
of  this  matter.  For  these  reasons,  the 
Commissioner  is  proposing  such  re¬ 
strictions  on  the  distribution  of  animal 
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feeds  containing  penicillin  and  tetra¬ 
cycline  for  comment  although  he  is 
not  foreclosing  a  reevaluation  of  the 
alternatives. 

III.  Scientific  Basis  for  the 
Regulations 

Soon  after  his  discovery  of  penicil¬ 
lin,  Sir  Arthur  Fleming  noted  that 
some  bacterial  organisms  could 
become  resistant  to  the  antibiotic.  As 
the  use  of  antibiotics  has  increased, 
the  numbers  and  types  of  bacterial  re¬ 
sistance  have  also  multiplied.  There  is 
a  serious  concern  in  the  sceintific  and 
medical  communities  that  extensive, 
unnecessary  exposure  to  antibiotics 
will  lead  to  their  declining  usefulness 
in  the  treatment  of  both  human  and 
animal  diseases.  Currently,  FDA  is  pri¬ 
marily  concerned  with  that  portion  of 
increased  antibiotic  resistance  in  the 
ecological  system  which  may  result 
from  the  practice  of  feeding  subthera- 
peutic  levels  of  penicillin  and  tetracy¬ 
cline  in  animal  feed  for  prolonged  pe¬ 
riods  because  this  practice  provides  an 
ideal  environment  for  selective  pres¬ 
sure  to  operate.  When  exposed  to  an 
antibiotic,  the  organisms  that  are  drug 
resistant  survive  while  the  growth  of 
other  (drug-sensitive)  bacteria  is  inhib¬ 
ited.  Eventually,  the  antibiotic  resis¬ 
tant  organisms  predominate  in  the 
bacterial  population,  and  continuous 
pressure  perpetuates  this  abnormal 
situation. 

Bacterial  antibiotic  resistance  is  pri¬ 
marily  determined  by  genetic  elements 
termed  “R-plasmids”  (R-factors,  R-f). 
The  Commissioner’s  specific  concern, 
therefore,  is  with  the  health  hazard 
that  may  arise  through  an  increase  in 
the  pool  of  R-plasmids  in  the  animal 
population  and  the  potential  transfer 
of  R-plasmid-bearing  organisms  from 
the  animal  to  the  human  population 
and  surrounding  environment. 

R-plasmids  are  small  lengths  of  DNA 
that  are  separate  from  the  bacterial 
chromosome.  These  R-plasmids  carry 
transferable  drug  resistance  genes  as 
well  as  the  capacity  to  reproduce 
themselves.  Plasmids  may  determine 
resistance  to  more  than  one  antibiotic, 
and  resistance  to  several  antibiotics  is 
common.  Moreover,  plasmids  can 
transfer  from  one  bacteria  to  another 
and  from  nonpathogenic  to  pathogen¬ 
ic  strains.  Transfer  occurs,  although 
with  varying  frequency,  between  all 
members  of  the  enteric  bacteria  and 
also  the  members  of  other  families  of 
bacteria.  The  pool  of  normal  Gram¬ 
negative  bacterial  intestinal  flora 
(largely  Escherichia  coli)  serves  as  a 
reservoir  of  R-plasmids,  and  the  R- 
plasmid-bearing  bacteria  interchange 
among  animals,  man,  and  the  environ¬ 
ment.  The  potential  for  harm  in¬ 
creases  as  the  R-plasmid  reservoir  in¬ 
creases  because  the  probability  of  R- 
plasmid  transfer  to  pathogens  in¬ 
creases.  When  the  Commissioner  re¬ 


quired  all  holders  of  approved  NADA’s 
for  the  subtherapeutic  use  of  antibiot¬ 
ics  (penicillin,  tetracycline,  etc.)  in 
animal  feed  to  submit  data  to  resolve 
the  safety  questions  raised,  he  was 
principally  concerned  with  the  effect 
of  the  antibiotics  approved  for  subth¬ 
erapeutic  use  in  animal  feed  on  the 
emergence  of  transferable  drug  resis¬ 
tance  in  Salmonella  and  the  E.  coli 
reservoir  of  animals. 

Evidence  demonstrates  that  the  use 
of  subtherapeutic  levels  of  penicillin 
and  tetracycline  in  animal  feed  con¬ 
tributes  to  the  increase  in  antibiotic 
resistant  E.  coli  and  in  the  subsequent 
transfer  of  this  resistance  to  Salmonel¬ 
la.  Further,  many  strains  of  E.  coli 
and  Salmonella  infect  both  man  and 
animals. 

There  is  extensive  evidence  showing 
that  the  use  of  subtherapeutic  antibi¬ 
otics  contributes  to  the  development 
of  the  pool  of  R-plasmid-bearing  or¬ 
ganisms,  particularly  in  E.  coli  (Refs.  4 
through  71).  These  E.  coli  contribute 
their  R-plasmids  to  man  through  sev¬ 
eral  mechanisms:  through  man’s  direct 
contact  with  animals,  through  man’s 
contact  with  E.  coZi-contaminated 
food,  and  through  the  widespread 
presence  of  plasmid-bearing  E.  coli  in 
the  environment  (Refs.  8  through  38). 
Various  strains  of  bacteria  inhabit  and 
infect  man  and  animals.  The  strains  of 
bacteria  that  infect  man  and  animals 
are  not  mutually  exclusive;  they  over¬ 
lap.  In  particular,  the  R-plasmid-bear¬ 
ing  strains  that  colonize  man  and  ani¬ 
mals  overlap.  This  has  been  shown  by 
epidemiological  investigations  (Refs. 
39  through  46)  and  direct  ingestion 
evidence  (Refs.  47  through  51).  In  vivo 
studies  also  show  that  the  R-plasmids 
transfer  from  E.  coli  to  pathogens, 
e.g..  Salmonella,  and  that  this  actually 
occurs  in  humans  (Refs.  52  through 
68).  Of  critical  importance  also  is  the 
fact  that  plasmid  transfer  occurs 
among  nongut  bacteria  (Refs.  151- 
154). 

An  agency  study  measuring  the  abil¬ 
ity  of  R-plasmids  to  exist  on  the  same 
bacterium  suggests  that  human  and 
animal  bacterial  populations  overlap 
(Ref.  61).  Moreover,  studies  using 
DNA-DNA  hybridization  techniques 
and  restriction  endonuclease  activity 
confirm  that  the  R-plasmids  isolated 
from  enteric  organisms  in  man  and 
animals  are  indistinguishable  (Refs.  62 
through  64).  Studies  also  indicate  that 
R-plasmid-bearing  E.  ccli  donate  anti¬ 
biotic  resistance  plasmids  to  Salmonel¬ 
la.  Patterns  of  drug  resistance  seen  in 
E.  coli  and  Salmonella  isolates  from 
man  and  animals  are  similar  and  de¬ 
velop  in  a  like  manner.  E.  coli  first  de¬ 
velops  R-plasmid-mediated  antibiotic 
resistance,  and  then  the  Salmonella 
develop  a  similar  and  frequently  iden¬ 
tical  pattern  of  resistance.  Studies  also 
show  that  the  number  of  R-plasmid- 
bearing  strains  of  pathogenic  Salmo¬ 


nella  are  increasing.  More  importantly 
the  number  of  multiply  resistant 
strains  is  increasing  (Refs.  65  through 
124). 

According  to  the  analysis  of  the  Di¬ 
rector  of  the  Bureau  of  Veterinary 
Medicine,  the  evidence  submitted  pur¬ 
suant  to  §558,15  has  failed  to  resolve 
the  issues  conclusively,  and  the  poten¬ 
tial  for  harm  associated  with  the  con¬ 
tinued  extensive  use  of  subtherapeutic 
antibiotics  in  animal  feeds  continues 
to  increase.  Furthermore,  evidence  un¬ 
dermining  the  arguments  that  the  un¬ 
restricted  use  of  these  products  is  safe 
continues  to  grow.  For  example,  recent 
studies  show  that  toxin  production  is 
plasmid  mediated  and  may  be  trans¬ 
ferred  in  conjunction  with  antibiotic 
resistance  (Refs.  125  through  148).  All 
these  points  are  set  forth  in  consider¬ 
ably  more  detail  in  the  Director’s  no¬ 
tices.  Accordingly,  the  Commissioner 
concludes  that  transmissible  drug  re¬ 
sistance  is  a  complex  phenomenon  ' 
with  a  potential  for  harmful  effect 
that  is  not  easily  understood.  There¬ 
fore,  he  finds  that  these  drugs  are  not 
safe  for  use  except  under  the  order  of 
a  licensed  veterinarian,  to  assure  that 
the  appropriate  drugs  are  used  for  the 
shortest  term  possible  or  other  mea¬ 
sures  are  employed  when  for  example, 
patent  disease  exists  in  the  animals. 

IV.  Impact  on  the  Medicated  Feed 
Industry 

The  Director  outlined  his  prima 
facie  case  in  both  the  penicillin  and  te¬ 
tracycline  notices,  and  if  unrebutted 
the  Commissioner  will  issue  an  admin¬ 
istrative  summary  judgment  with¬ 
drawing  approval  of  the  NADA’s  for 
the  affected  drugs.  If  requests  for 
hearing  are  filed  that  demonstrate 
that  genuine  and  substantial  issues  of 
fact  exist  which  require  a  formal  evi¬ 
dentiary  hearing  for  resolution,  such  a 
hearing  will  be  granted  to  resolve 
those  issues.  But  if  a  hearing  is  neces¬ 
sary,  final  resolution  of  the  issues  may 
take  several  years.  Based  on  the  evi¬ 
dence  now  before  the  Commissioner, 
he  believes  it  appropriate  at  this  point 
at  least  to  propose  to  restrict  the  dis¬ 
tribution  and  use  of  penicillin  and  te¬ 
tracycline  in  animal  feed.  In  his  opin¬ 
ion,  the  evidence  supports  such  action 
as  a  matter  of  policy,  even  if  NADA 
holders  demonstrate  that  approvals 
for  the  use  of  the  drugs  in  animal 
feeds  should  not  be  withdrawn. 

Issuing  the  proposal  at  this  time  ac¬ 
complishes  two  objectives.  First,  al¬ 
though  the  Commissioner  has  previ¬ 
ously  considered  the  restrictive  distri¬ 
bution  alternative,  this  alternative  has 
always  been  a  minor  element  of  the 
other  proposals,  and  the  Commission¬ 
er  has  never  received  focused  com¬ 
ment  oh  its  feasibility  and  merit.  Some 
contend  that  veterinarians  lack  the 
training,  expertise,  or  willingness  to 
deal  with  the  potential  for  harm  asso- 
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elated  with  unbridled  use  of  subthera- 
peutic  antibiotics  or  pressures  that 
may  be  applied  to  retain  wide  access  to 
these  drugs  (Refs.  149,  150). 

Second,  the  Commissioner  also 
would  like  comment  on  the  potential 
impact  that  additional  recordkeeping 
requirements  will  have  on  feed  mills. 

Finally,  FDA  has  already  issued  Fed¬ 
eral  Register  notices  proposing  to 
withdraw  approval  of  the  NADA’s  cov¬ 
ering  the  subtherapeutic  use  of  peni¬ 
cillin  and  tetracycline  in  animal  feeds; 
therefore,  the  Commissioner  has  at 
least  two  options  for  selecting  the  ef¬ 
fective  date  of  regulations  promulgat¬ 
ed  pursuant  to  this  informal  rulemak¬ 
ing  procedure.  The  Commissioner  can 
wait  imtil  the  adjudications  are  con¬ 
cluded  to  issue  a  final  order,  or  he  can 
issue  a  final  order  before  the  adjudica¬ 
tions  are  completed  because  this  is  a 
severable  policy  matter.  If  he  should 
opt  for  the  latter  effective  date,  all  ap¬ 
proved  uses  of  penicillin  and  tetracy¬ 
cline  in  animal  feed  then  would  ^ 
subject  to  the  distribution  restrictions 
in  this  regulation,  and  if  any  NADA’s 
are  ultimately  withdrawn,  corrections 
for  the  claims  would  be  made  with  the 
final  order  in  the  adjudication  pro¬ 
ceedings.  This  approach  will  provide  a 
stimulus  for  the  expeditious  conduct 
of  any  hearing  that  may  be  justified, 
and  it  will  further  reduce  the  immi¬ 
nence  of  any  hazard  that  may  exist. 
Accordingly,  the  Commissioner  re¬ 
quests  comments  on  the  most  appro¬ 
priate  effective  date  for  this  proposal. 

V.  Legal  Basis  for  This  Action 

As  noted  above,  the  Commissioner’s 
authority  to  impose  controls  on  the 
distribution  of  new  animal  drugs  de¬ 
rives  from  several  substantive  sections 
of  the  act,  sections  502(f)(1);  512  (a), 
(b),  (d),  (i),  and  (m),  in  conjunction 
with  his  rulemaking  authority  under 
section  701(a).  In  the  aggregate  they 
permit  the  Commissioner  to  restrict 
the  distribution  of  new  animal  drugs 
and  to  require  affected  parties  to  keep 
certain  records  and  reports  on  both 
drugs  and  medicated  animal  feeds  that 
will  permit  the  Commissioner  to  deter¬ 
mine  whether  the  continued  use  of  the 
drugs  under  those  circumstances  is 
safe,  effective,  or  otherwise  appropri¬ 
ate. 

A.  STATUTORY  AUTHORITY  UNDER  SECTION 
S02(f)(l) 

Historically,  FDA  has  restricted  use 
of  certain  drugs  in  man  and  animals  to 
the  order  of  a  practitioner  under  sec¬ 
tion  502(f)(1)  of  the  act,  which  re¬ 
quires  drug  labeling  to  bear  adequate 
directions  for  use,  and  an  implement¬ 
ing  exempting  regulation.  Under  this 
approach,  the  labeling  of  certain  drugs 
intended  for  human  use  was  required 
to  contain  the  statement:  "Caution— 
To  be  used  only  by  or  on  the  prescrip¬ 
tion  of  a  physician.’’  Because  of  the 


dangers  of  incident  to  the  use  of  cer¬ 
tain  drugs,  only  this  warning  could 
constitute  adequate  directions  for  use, 
and  the  Supreme  Court  has  recognized 
this  mechanism  for  restricting  the  use 
of  drugs  {United  States  v.  Sullivan, 
332  U.S.  689.  691,  n.2  (1949)). 

Subsequently,  in  a  case  decide  before 
enactment  of  the  Durham-Humphrey 
Amendment  of  1951,  the  Ninth  Circuit 
directly  affirmed  FDA’s  statutory  au¬ 
thority  to  restrict  the  sale  of  a  drug  to 
the  order  of  a  licensed  practitioner 
under  section  502(f)(1)  of  the  act  and 
the  companion  implementing  reg^ula- 
tions: 

A  liberal  construction  of  the  Act,  having 
in  mind  its  backgroimd  and  purposes,  re¬ 
quires  us  to  sustain  the  action  of  the  Ad¬ 
ministrator  on  the  ground  that  he  was  em¬ 
powered  under  the  statute  to  exempt  the 
regulation  the  drugs  in  question  from  the 
requirement  that  the  label  bear  adequate  di¬ 
rections  for  use,  conditioned  upon  its  bear¬ 
ing  an  inscription  that  it  be  used  only  on 
the  prescription  of  a  physician.  Under  such 
construction,  the  regulation  is  not  contrary 
to  law,  arbitrary,  or  unreasonable.  {United 
States  v.  El-O-Pathic  Pharmacy,  192  P.  2d 
62.  75  (9th  Cir.  1951).) 

Although  Congress  enacted  specific 
legislation  that  in  part  covers  FDA  au¬ 
thority  to  restrict  the  distribution  of 
human  drugs  to  a  physician  (Durham- 
Humphrey  Amendment  of  1951;  65 
Stat.  648-649  (1951)),  the  legislative 
history  of  that  amendment  makes 
clear  that  Congress  intended  for  FDA 
to  retain  this  authority  to  restrict  cer¬ 
tain  drugs  to  use  according  to  a  veter¬ 
inarian's  order  under  section  502(f)(1) 
of  the  act. 

In  limiting  prescription  drugs  to  those  in¬ 
tended  for  use  by  man  this  new  subsection 
differs  from  the  present  law,  which  refers  to 
prescription  drugs  to  include  not  only  those 
dispensed  on  prescription  of  physicians  and 
dentists,  but  also  those  dispensed  on  pre¬ 
scription  of  a  veterinarian.  Under  the  com¬ 
mittee  bill,  drugs  intended  for  use  under  the 
supervision  of  a  veterinarian  will  not  re¬ 
quire  a  prescription,  although  It  will  be  pos¬ 
sible  under  section  502(f)  to  exempt  such 
drugs  from  adequate  direction  for  use  if 
they  are  to  be  used  by  or  under  the  supervi¬ 
sion  of  a  veterinarian.  In  the  absence  of  any 
exempting  regulation,  these  drugs  will  be 
subject  to  the  labeling  and  disi>ensing  re¬ 
quirements  of  the  act  applicable  to  over-the- 
counter  drugs.  (S.  Rep.  No.  946,  82d  Cong., 
1st  Sess.,  p.  8  (1951).) 

The  Commissioner  promulgated  such 
an  exempting  regulation  for  veteri¬ 
nary  drugs  under  §  201.105  (21  ■  CFR 
201.105),  and  the  regulation  lays  out 
the  factors  to  be  considered  in  assess¬ 
ing  whether  an  animal  drug  should  be 
restricted  to  a  veterinarian’s  order. 
The  factors  are  toxicity,  potentiality 
for  harmful  effect,  and  the  safety  of 
the  method  of  the  drug’s  use.  Thus, 
both  the  legislative  history  and  case 
law  demonstrate  the  Commissioner’s 
authority  to  restrict  the  use  of  certain 
animal  drugs  to  the  order  of  a  licensed 
veterinarian  under  the  authority  of 


section  502(f)(1)  of  the  act,  and  the 
evidence  surrounding  the  unrestricted 
use  of  penicillin  and  tetracycline  in 
animal  feed  illustrates  a  potential  for 
harm. 

B.  STATUTORY  AUTHORITY  UNDER  SECTION 
512  OF  THE  ACT 

1.  Overview.  When  Congress  enacted 
the  Animal  Drug  Amendments  of  1968 
and  consolidated  into  section  512  the 
various  provisions  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  govern¬ 
ing  the  premarket  approval  of  articles 
intended  for  use  in  animals  and 
animal  feeds,  one  primary  force  sup¬ 
porting  the  amendments  was  the 
medicated  animal  feed  industry.  (See, 
e.g.,  hearings  on  S.  1600  and  H.R.  3639 
before  the  Subcommittee  on  Health  of 
the  Senate  Committee  on  Labor  and 
Public  Welfare,  90th  Cong.,  2d  Sess. 
(1968).)  Before  passage  of  the  amend¬ 
ments,  articles  intended  for  use  in 
both  food-producing  and  companion 
animals  and  in  animal  feed  were  sub¬ 
ject  to  premarket  review  and  clearance 
under  sections  409,  505,  and  507  of  the 
act,  and  the  consolidation  incorporat¬ 
ed  the  standards  in  those  individual 
sections  into  section  512  (S,  Rep.  No. 
1308,  90th  Cong.,  2d  Sess.  1  (1968)). 

Because  new  animal  drugs  are  used 
extensively  in  food-producing  animals. 
Congress  imposed  the  same  rigid  legal 
standard  on  the  intended  uses  of  these 
articles  that  it  applied  to  food  addi¬ 
tives.  Therefore,  when  a  new  animal 
drug  is  intended  for  a  use  for  which 
there  is  no  approved  NADA  or  the  la¬ 
beling  of  the  new  animal  drug  fails  to 
conform  to  that  in  the  approved 
NADA,  the  new  animal  drug  is  deemed 
unsafe  as  a  matter  of  law  (section 
512(a)(1)  of  the  act).  The  new  animal 
drug  is  thereby  adulterated  per  se 
under  section  501(a)(5)  of  the  act  (21 
U.S.C.  351(a)(5)),  and  food  containing 
the  new  animal  drug  or  conversion 
product  thereof  is  also  adulterated  as 
a  matter  of  law  under  section 
402(a)(2)(D)  of  the  act  (21  U.S.C. 
342(a)(2)(D)).  Similarly,  animal  feed 
containing  a  new  animal  drug  is 
unsafe  as  a  matter  of  law  under  sec¬ 
tion  512(a)(2)  unless  the  following  con¬ 
ditions  are  satisfied:  (a)  There  is  an 
approved  NADA  for  that  specific  use 
of  the  drug  in  animal  feed;  (b)  there  is 
an  approved  medicated  feed  applica¬ 
tion  (FD  Form  1800)  under  section 
512(m)(l)  for  that  use;  and  (c)  the 
animal  feed,  its  labeling,  and  use  con¬ 
form  with  a  regulation  issued  under 
section  512(i).  A  medicated  animal 
feed  which  does  not  conform  with 
these  requirements  is  adulterated 
under  section  501(a)(6)  of  the  act. 

2.  Sections  512  (6)  and  (d).  The  stat¬ 
utory  criteria  that  FDA  must  use  to 
evaluate  the  safety  and  effectiveness 
of  new  animal  drugs  are  set  forth  in 
sections  512  (b)  and  (d)  of  the  act  and 
the  corresponding  amplifying  regula- 
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tions  under  Parts  500  and  514  (21  CFR 
Parts  500  and  514).  Unlike  section  505 
of  the  act,  which  covers  new  human 
drugs,  section  512(d)(2)  enumerates 
several  specific  factors  that  are  to  be 
considered  by  the  agency  in  determin¬ 
ing  whether  a  new  animal  drug  will  be 
safe  under  its  proposed  conditions  of 
use.  The  factors,  which  were  taken  di¬ 
rectly  from  considerations  associated 
with  the  safety  of  human  food  addi¬ 
tives  under  section  409(c)(5)  of  the  act, 
are  the  following: 

(A)  The  probable  consumption  of  such 
drug  and  of  any  substance  formed  in  or  on 
food  because  of  the  use  of  such  drug, 

(B)  The  cumulative  effect  on  man  or 
animal  of  such  drug,  taking  into  account 
any  chemically  or  pharmacologically  related 
substance, 

(C)  Safety  factors  which  in  the  opinion  of 
experts,  qualified  by  scientific  training  and 
experience  to  evaluate  the  safety  of  such 
drugs,  are  appropriate  for  the  use  of  animal 
experimentation  data,  and 

(D)  Whether  the  conditions  of  use  pre¬ 
scribed  recommended,  or  suggested  in  the 
proposed  labelling  are  reasonably  certain  to 
be  followed  in  practice. 

Thus,  these  provisions  clearly  envision 
the  exercise  of  FDA’s  authority  to 
impose  restrictions  on  the  distribution 
and  use  of  new  animal  drugs,  particu¬ 
larly  when  the  drug  is  intended  for  use 
in  food-producing  animals. 

3.  Section  512(.i).  Section  512(i)  of 
the  act  requires  FDA  to  publish  a 
notice  of  approval  for  every  NAD  A, 
which  becomes  effective  as  a  regula¬ 
tion  upon  publication  in  the  Federal 
Register.  The  function  of  the  new 
animal  drug  regulations  under  this 
provision  is  analogous  to  the  function 
of  food  additive  regulations  issued 
under  section  409  of  the  act  (hearings 
on  S.  1600  and  H.R.  3639  supra  at  80; 
S.  Rep.  No.  1308  supra  at  5).  They  are 
to  provide  public  notice,  particularly 
to  manufacturers  of  medicated  animal 
feeds,  of  the  conditions  and  restric¬ 
tions  of  use  that  are  imposed  on  the 
new  animal  drugs.  But  the  new  animal 
drug  regulations  provide  more  than 
general  notice.  Section  512(i)  identifies 
several  factors  that  are  to  be  ad¬ 
dressed  in  the  regulations  in  order  to 
assure  that  a  new  animal  drug  w'ill  be 
properly  used  in  the  field.  Among 
these  factors  are  the  specific  condi¬ 
tions  of  use  under  which  the  drug  has 
been  shown  to  be  safe  and  effective, 
any  other  use  restriction  imposed,  and 
such  other  information  as  the  agency 
deems  necessary  to  assure  the  safe  and 
effective  use  of  the  new  animal  drug. 
Therefore,  Congress  provided  FDA 
with  another  statutory  provision  by 
which  it  can  restrict  the  distribution 
of  a  new  animal  drug. 

4,  Section  512(.m).  Subsection  (m)  of 
section  512  of  the  act  presents  a  micro¬ 
cosm  of  the  entire  section.  Basically, 
this  provision  was  added  to  simplify 
the  procedural  and  substantive  re¬ 
quirements  of  the  act  as  they  pertain 


to  medicated  feed  mills.  It  establishes 
a  private  licensing  section  for  feed 
mills  to  manufacture  medicated 
animal  feeds  which  is  substantially 
similar  to  the  NADA  review  and  ap¬ 
proval  procedures.  As  a  condition  of 
having  the  license  (in  this  case  a  medi¬ 
cated  feed  application)  approved,  the 
feed  mill  must  identify  a  new  animal 
drug  regulation  providing  for  the  man¬ 
ufacture  and  use  of  the  new  animal 
drug  under  the  conditions  or  indica¬ 
tions  of  use  for  which  the  mill  pro¬ 
poses  to  manufacture  the  medicated 
feed. 

Section  512(m)(l)  of  the  act  outlines 
the  basic  information  that  a  feed  mill 
must  submit  to  FDA  to  obtain  an  ap¬ 
proved  medicated  feed  application  for 
a  specific  medicated  animal  feed,  and 
section  512(m)(3)  lists  the  bases  on 
which  the  agency  can  refuse  to  ap¬ 
prove  the  application.  The  agency 
shall  refuse  to  approve  an  application 
when  it  finds  among  other  facts: 

(A)  That  there  is  not  in  effect  a  regulation 
under  subsection  (i)  (identified  in  such  ap¬ 
plication)  on  the  basis  of  which  such  appli¬ 
cation  may  be  approved: 

(B)  That  such  animal  feed  (including  the 
proposed  use  of  any  new  animal  drug  there¬ 
in  or  thereon)  does  not  conform  to  an  appli¬ 
cable  regulation  published  pursuant  to  sub¬ 
section  (i)  referred  to  in  the  application,  or 
that  the  purposes  and  conditions  or  indica¬ 
tions  of  use  prescribed,  recommended,  or 
suggested  in  the  labeling  of  such  feed  do  not 
conform  to  the  applicable  purposes  and  con¬ 
ditions  or  indications  of  use  (including 
warnings)  published  pursuant  to  subsection 
(i)  or  such  labeling  omits  or  fails  to  conform 
to  other  applicable  information  published 
pursuant  to  subsection  (i). 

Section  512(m)  of  the  act  also  con¬ 
tains  a  provision  for  recordkeeping  re¬ 
quirements  on  the  feed  mills,  and  this 
provision  is  identical  to  that  applicable 
to  the  manufacturers  of  new  animal 
drugs  (sections  512(d)(2)(A);  512(1)). 
In  addition  to  the  normal  records  re¬ 
quired  by  good  manufacturing  prac¬ 
tice,  etc.,  the  manufacturers  of  medi¬ 
cated  animal  feeds  must  keep  all  re¬ 
cords  and  make  all  such  reports  that 
the  Commissioner  imposes  on  them  by 
general  regulation  when  those  records 
and  reports  are  necessary  to  determine 
or  facilitate  a  determination  of  wheth¬ 
er  the  medicated  animal  feed  may  be 
safely,  effectively,  or  otherwise  appro¬ 
priately  used.  And  these  records  and 
reports  must  be  available  to  FDA  for 
inspection. 

C.  STATUTORY  AUTHORITY  UNDER  SECTION 
701(A)  OF  THE  ACT 

The  agency’s  authority  to  promul¬ 
gate  substantive  regulations  under  sec¬ 
tion  701(a)  defining  and  explaining 
the  operative  provisions  of  the  act  and 
applying  those  provisions  to  particular 
classes  of  products  has  been  consis¬ 
tently,  if  not  uniformly,  upheld  by  the 
courts,  e.g..  National  Nutritional 
Foods  Association  v.  Weinberger,  512 


F.  2d  688  (2d  Cir.  1974).  (See  also  In  re 
Permain  Basin  Rate  Cases,  390  U.S. 
766  (1968);  Federal  Power  Commission 
V.  Texaco,  Inc.  377  U.S,  33  (1964);  Air 
Lines  Pilots  Association,  International 
V.  Quesada,  276  F.  2d  892  (2d  Cir. 
I960).)  Moreover.  FDA’s  authority  to 
determine  whether  a  new  animal  drug 
has  been  shown  to  be  safe  and  effec¬ 
tive  under  the  restrictive  distribution 
system  of  a  veterinarian’s  order  is  well 
established  {Diamond  Laboratories, 
Inc.  V.  Richardson,  452  F.  2d  803  (8th 
Cir.  1972)),  as  has  its  authority  to  re¬ 
strict  the  use  of  a  new  animal  drug  to 
only  those  conditions  of  use  that  have 
been  shown  to  be  safe  and  effective 
{Agri-Tech,  Inc.  v.  Richardson,  482  F. 
2d  1148  (8th  Cir.  1973)). 

D.  CONCLUSION 

The  agency  regularly  imposes  distri¬ 
bution  requirements  on  new  animal 
drugs  pursuant  to  Parts  520  through 
555  (21  CFR  Parts  520  through  555). 
Given  the  evidence  on  the  unrestricted 
use  of  penicillin  and  tetracycline  in 
animal  feed,  the  Commissioner  be¬ 
lieves  there  is  ample  statutory  author¬ 
ity  for  him  to  promulgate  regulations 
restricting  all  uses  of  penicillin  and  te¬ 
tracycline  in  animal  feed  to  the  order 
of  a  veterinarian,  which  order  must  be 
retained  by  the  holder  of  an  approved 
medicated  feed  application  permitting 
manufacture  of  the  feed  or  by  other 
persons  subsequently  dispensing  re¬ 
stricted  feed  obtained  from  the  holder 
of  the  application. 

VI.  Summary  of  the  Proposal 

To  implement  this  action,  the  Com¬ 
missioner  is  proposing  to  amend  the 
regulations  to  establish  a  new  medicat¬ 
ed  animal  feed  category  called  restrict¬ 
ed  medicated  animal  feeds,  which  will 
require  an  approved  medicated  feed 
application  for  manufacture  and  for 
distribution  on  the  order  of  a  licensed 
veterinarian.  This  category  will  in¬ 
clude.  with  two  minor  exceptions,  all 
feeds  containing  penicillin,  chlortetra- 
cycline,  and  oxytetracycline.  Accord¬ 
ingly,  he  is  proposing  to  revoke  all  ex¬ 
isting  waivers  from  the  requirements 
of  section  512(m)  of  the  act  for  the 
manufacture  of  such  animal  feeds,  and 
the  manufacture  of  these  animal  feeds 
will  then  require  an  approved  medicat¬ 
ed  feed  application.  Because  veterinar¬ 
ians  may  require  a  form  of  the  drug 
for  immediate  dispensing  (i.e.,  either 
directly  by  a  veterinarian  or  by  a  feed 
mill  on  the  order  of  a  licensed  veterin¬ 
arian)  in  their  practices  to  deal  with 
exigencies,  the  Commissioner  is  pro¬ 
posing  an  exemption  from  the  require¬ 
ments  of  section  512(m)  for  the  manu¬ 
facture  of  restricted  animal  feeds  from 
a  restricted  article  containing  2  grams 
per  povmd  of  the  antibiotics  penicillin, 
chlortetracycline,  or  oxytetracycline 
as  the  sole  drug  in  medicated  feed  in 
50-pound  packages.  He  selected  this 
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size  for  its  convenience  for  dispensing 
and  for  use  by  livestock  producers. 

Proposed  §  558.7(a)  (21  CFR 

558.7(a))  defines  animal  feeds  contain¬ 
ing  penicillin  or  chlortetracycline 
(except  feeds  for  laboratory  mice  and 
psittacine  birds)  or  oxy tetracycline  as 
restricted  medicated  animal  feeds.  The 
Commissioner  has  excluded  the  uses 
of  chlortetracycline  in  feeds  for  labo¬ 
ratory  mice  and  psittacine  birds  from 
the  restricted  category  because  of  the 
limited  and  special  nature  of  those 
uses. 

Proposed  §  558.7(b)(1)  establishes 
the  basic  requirement  for  the  manu¬ 
facturers  of  restricted  medicated 
animal  feeds.  Under  this  provision,  all 
feed  mills  will  require  an  approved 
medicated  feed  application  for  each 
restricted  medicated  animal  feed  they 
produce.  This  section  also  contains  the 
exemption  for  the  manufacture  of  a 
restricted  medicated  animal  feed 
under  the  order  of  a  licensed  veterin¬ 
arian.  The  exemption  applies  only 
when  such  feed  is  prepared  from  a 
concentrated  restricted  medicated 
animal  feed  which  contains  2  grams 
per  pound  pf  penicillin,  chlortetracy¬ 
cline,  or  oxytetracycline  as  the  sole 
drug  in  medicated  feed  in  50-pound 
packages.  This  permits  the  veterinar¬ 
ian  to  deal  with  urgent  situations  by 
dispensing  a  concentrated  medicated 
feed  directly  to  the  livestock  producer, 
who  will  be  able  to  mix  a  complete 
feed  without  having  an  approved 
medicated  feed  application.  The  Com¬ 
missioner  will  permit  manufacturers 
60  days  from  the  date  of  publication  of 
a  final  order  based  upon  this  approval 
to  submit  a  medicated  feed  applica¬ 
tion. 

Proposed  §  558.7(b)(2)  requires  the 
manufacturers  of  intermediate  pre¬ 
mixes  (proposed  Type  B  medicated 
feed  articles)  containing  penicillin, 
chlortetyracycline,  or  oxytetracycline 
to  have  approved  medicated  feed  ap¬ 
plications  for  the  manufacture  of 
these  products.  Currently  manufactur¬ 
ers  of  these  intermediate  premixes  are 
exempt,  under  §  558.15(g)  (21  CFR 
558.15(g)),  from  having  an  approved 
NADA  if  the  intermediate  premix  con¬ 
tains  no  drug  ingredient  whose  use  in 
or  on  an  animal  feed  requires  an  ap¬ 
proved  medicated  feed  application. 
Since  the  Commissioner  is  proposing 
to  revoke  this  exemption  for  the  man¬ 
ufacture  of  medicated  feeds  containing 
penicillin,  chlortetracycline,  or  oxyte¬ 
tracycline,  codifying  this  requirement 
will  simplify  regulation  of  this  area. 

Ostensibly,  revocation  of  the  exemp¬ 
tion  would  also  require  manufacturers 
of  intermediate  premixes  to  have  ap¬ 
proved  new  animal  drug  applications 
for  their  products.  However,  the  Com¬ 
missioner  intends  to  issue  a  proposal 
in  the  near  future  to  regulate  the  in¬ 
termediate  premixes  as  Type  B  medi¬ 
cated  feed  articles  under  sections 


201(x)  and  512(m)  of  the  act  (21  U.S.C. 
321(x)  and  360b(m)),  for  administra¬ 
tive  and  regfulatory  efficiency.  For 
these  reasons,  the  Commissioner  is 
now  proposing  to  regulate  intermedi¬ 
ate  premixes  for  the  restricted  medi¬ 
cated  animal  feeds  also  under  section 
512(m)  of  the  act  for  consistency.  This 
will  permit  an  orderly  transition  to 
more  extensive  regulation  via  medicat¬ 
ed  feed  applications.  The  Commission¬ 
er  will  permit  manufacturers  of  the  re¬ 
stricted  feeds  60  days  from  the  date  of 
publication  of  the  final  order  in  this 
procedure  to  submit  a  medicated  feed 
application  for  these  medicated  feed 
articles.  If  these  provisions  are  placed 
into  effect  prior  to  completion  of  the 
adjudication  concerning  penicillin  and 
tetracycline  premixes,  manufacturers 
of  intermeidate  premixes  (or  Type  B 
medicated  feed  articles)  may  identify 
the  appropriate  provision  of  §  558.15  as 
the  basis  for  approving  their  medicat¬ 
ed  feed  application  for  those  uses 
which  have  been  permitted  interim 
marketing  and  for  which  a  regulation 
under  section  512(i)  of  the  act  has  not 
been  published. 

Proposed  §  558.7(c)(1)  requires  re¬ 
stricted  medicated  animal  feeds  to  be 
dispensed  only  if  accompanied  by  and 
in  accordance  with  the  order  of  a  li¬ 
censed  veterinarian.  Although  restrict¬ 
ed  medicated  animal  feeds  containing 
2  grams  of  penicillin,  chlortetracy¬ 
cline,  or  oxytetracycline  as  the  sole 
drug  in  50-po\md  packages  may  be  sold 
to  licensed  veterinarians  for  dispens¬ 
ing  purposes  in  their  practices,  the 
feed  mills  must  retain  records  for 
these  transactions  also. 

Proposed  §  558.7(c)(2)  describes  the 
recordkeeping  requirements.  The  vet¬ 
erinarian’s  order  must  be  either  a 
signed  written  order  or  an  oral  order 
given  directly  to  the  party  who  is  to 
dispense  the  restricted  medicated 
animal  feed  and  such  order  must  be 
promptly  reduced  to  writing.  The 
order  shall  include  the  following  infor¬ 
mation: 

1.  Veterinarian’s  name,  address,  and 
telephone  number; 

2.  Client’s  name  and  address; 

3.  Type  of  feed  (e.g.,  starter,  grower, 
finishing  ration),  including  the  quanti¬ 
tative  level  of  the  drug(s)  involved 
(e.g.  grams  per  ton). 

4.  Species  to  be  treated,  and  indica¬ 
tions  for  use; 

5.  Total  amount  of  feed  to  be  mixed 
and  number  of  refills  permitted.  The 
amount  of  feed  prescribed  shall  not 
exceed  the  amount  reasonably  neces¬ 
sary  to  treat  the  number  of  animals 
involved;  and 

6.  Date. 

The  records  must  be  retained  at  the 
point  of  sale  by  the  dispensing  party 
for  a  period  not  less  than  2  years  be¬ 
cause  the  agency  has  a  statutory  obli¬ 
gation  to  inspect  every  feed  mill  at 
least  once  every  2  years.  This  require¬ 


ment  is  also  applicable  to  integrated 
livestock  producers  who  have  ap¬ 
proved  medicated  feed  applications  for 
restricted  medicated  animal  feeds  and 
who  manufacture  such  feeds  for  their 
own  use. 

Proposed  §  558.7(d)  explains  how 
FDA  will  regulate  feed  stores  or  other 
distributors  of  medicated  animal  feeds 
that  may  be  restricted.  These  seg¬ 
ments  of  the  medicated  animal  feed 
industry  are  essentially  consignees 
who  are  not  the  users  of  the  articles. 
Under  section  512(a)(1)  of  the  act,  con¬ 
signors  may  ship  new  animal  drugs  to 
such  consignees  if  they  are  holders  of 
approved  medicated  feed  applications 
or,  if  the  consignees  are  not  users,  to 
such  consignees  that  will  ship  only  to 
holders  of  approved  medicated  feed 
applications.  Because  the  mechanism 
of  distribution  by  the  feed  stores  is 
merely  a  further  step  in  the  chain,  the 
Commissioner  is  proposing  to  permit 
holders  of  approved  applications  for 
restricted  medicated  animal  feeds  to 
dispense  those  feeds  to  feed  stores  and 
other  distributors  on  the  condition 
that  those  consignees  supply  the  feed 
mill  with  a  signed  statement  indicat¬ 
ing  that  they  will  dispense  restricted 
medicated  animal  feeds  on  and  in  ac¬ 
cordance  with  the  order  of  a  licensed 
veterinarian,  that  they  will  maintain 
the  required  records  of  such  dispens¬ 
ing  for  at  least  2  years,  and  that  they 
will  permit  inspection  of  the  records  at 
all  reasonable  hours  by  any  duly  au¬ 
thorized  officer  or  employee  of  FDA 
or  other  employee  acting  on  behalf  of 
the  Secretary  of  HEW.  This  will 
permit  a  distributor,  who  does  not 
have  approved  medicated  feed  applica¬ 
tions  under  section  512(m)  of  the  act, 
to  receive  restricted  medicated  animal 
feeds  and  to  dispense  them  in  accord 
with  the  rationale  for  the  regulation. 
Failure  of  holders  of  approved  applica¬ 
tions  to  comply  with  these  require¬ 
ments  will  result  in  the  Commission¬ 
er’s  proposing  to  withdraw  approval  of 
the  feed  mill’s  medicated  feed  applica¬ 
tion  for  the  restricted  feed  and  to  take 
any  other  appropriate  legal  action 
that  is  warranted. 

Proposed  §  558.7(e)  sets  forth  specif¬ 
ic  label  and  labeling  requirements  for 
(1)  articles  that  are  to  be  manufac¬ 
tured  into  restricted  medicated  animal 
feeds  and  (2)  restricted  medicated 
animal  feeds,  in  addition  to  all  the 
other  labeling  requirements  of  the  act. 
Articles  that  are  to  be  further  manu¬ 
factured  into  restricted  feed  must  bear 
the  statement:  “For  use  only  in  the 
manufactvire  of  restricted  medicated 
animal  feeds  to  be  used  on  the  order 
of  a  licensed  veterinarian”. 

For  complete  restricted  medicated 
animal  feeds,  the  label  and  labeling 
shall  bear  the  statement  "For  use  only 
on  the  order  of  a  licensed  veterinar¬ 
ian”. 

Proposed  §  558.7(e)(3)  requires  that 
all  restricted  medicated  animal  feeds 
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dispensed  on  the  order  of  a  licensed 
veterinarian  be  appropriately  labeled 
for  use  and  that  such  use  shall  include 
only  those  conditions  for  which  the  ar¬ 
ticle  has  been  approved  imder  Part 
558. 

Proposed  §  558.7(f)  provides  that  an 
animal  feed  which  contains  two  or 
more  animal  drugs  is  a  restricted  medi¬ 
cated  animal  feed  if  any  ingredient 
alone  would  cause  a  feed  containing  it 
to  be  a  restricted  medicated  animal 
feed. 

Finally,  proposed  §  558.7(g)  estab¬ 
lishes  the  implementation  plan.  A  vet¬ 
erinarian’s  order  will  be  required  for 
the  dispensing  of  any  restricted  medi¬ 
cated  animal  feed  150  days  after  publi¬ 
cation  of  a  final  regulation  based  upon 
this  proposal.  This  will  permit  an  or¬ 
derly  transition  period  for  processing 
medicated  feed  applications  that  form 
the  bases  for  this  proposal. 

The  Commissioner  has  carefully 
considered  the  environmental  effects 
of  this  action,  and  he  has  concluded 
that  an  environmental  impact  state¬ 
ment  is  not  jequired  for  this  notice.  A 
copy  of  the  environmental  impact  as¬ 
sessment  is  on  file  with  the  Hearing 
Clerk.  Moreover,  in  the  Federal  Reg¬ 
ister  of  May  27,  1977  (42  FR  27264), 
the  Commissioner  of  Food  and  Drugs 
requested  data  concerning  the  poten¬ 
tial  environmental  impact  of  a  series 
of  regulatory  actions,  including  this 
one,  designed  to  restrict  the  subthera- 
peutic  use  of  antibacterials  in  animal 
feeds.  A  comprehensive  environmental 
impact  statement  will  be  prepared, 
evaluating  the  impact  of  all  the  ac¬ 
tions  as  a  single  program. 
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A  copy  of  each  reference  cited  in 
this  notice  not  appearing  in  journals 
designated  by  §§310.9  and  510.95  (21 
CFR  310.9  and  510.95)  is  on  file  with 
the  Hearing  Clerk  (HFC-20),  Food  and 
Drug  Administration,  Rm.  4-65,  5600 
Fishers  Lane,  Rockville,  Md.  20857, 
and  may  be  seen  between  9  a.m.  and  4 
p.m.  Monday  through  Friday. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  502,  507, 
512,  701,  52  Stat.  1050-1051  as  amend¬ 
ed,  1055-1056  as  amended,  59  Stat.  463 
as  amended,  82  Stat.  343^351  (21 
U.S.C.  352,  357,  360b,  371))  and  under 
authority  delegated  to  the  Commis¬ 
sioner  (21  CFR  5.1),  it  is  proposed  that 
Part  558  be  amended,  as  follows: 

1.  By  amending  §558.3  by  adding 
new  paragraph  (b)(7)  to  read  as  fol¬ 
lows: 

§  558.3  Definitions  and  interpretations. 

•  *  •  •  * 

(b)  •  •  * 

(7)  A  “restricted  medicated  animal 
feed”  is  a  medicated  animal  feed 
which  is  limited  to  use  on  the  order  of 
a  licensed  veterinarian. 

*  *  ♦  «  « 

2.  By  adding  new  §  558.7  to  read  as 
follows: 

§  558.7  Restricted  medicated  animal  feeds. 

(a)  Animal  feeds  containing  penicil¬ 
lin,  or  chlortetracycline  (except  feeds 
for  laboratory  mice  or  psittacine 
birds),  or  oxytetracycline  are  restrict¬ 
ed  medicated  animal  feeds. 

(b) (1)  The  manufacture  of  complete, 
restricted  medicated  animal  fee^  re¬ 
quire  an  approved  application  pursu¬ 
ant  to  section  512(m)  of  the  act,  unless 
such  feed  is  manufactured  under  the 
order  of  a  licensed  veterinarian  from  a 
restricted  medicated  animal  feed  con¬ 
taining  2  grams  per  pound  of  penicil¬ 
lin,  chlortetracycline,  or  oxytetracy¬ 
cline  as  the  sole  drug  in  50-pound 
packages. 

(2)  The  manufacture  of  intermediate 
premixes  (Type  B  medicated  feed  arti¬ 
cles)  requires  an  approved  application 
pursuant  to  section  512(m)  of  the  act. 

(c) (1)  A  restricted  medicated  animal 
feed  shall  be  dispensed  only  if  accom¬ 
panied  by  and  in  accordance  with  an 
order  of  a  licensed  veterinarian. 

(2)  An  order  by  a  licensed  veterinar¬ 
ian  for  the  dispensing  of  a  restricted 


medicated  animal  feed  shall  be  either 
a  signed,  written  order  or  an  oral  order 
given  directly  to  the  party  dispensing 
the  feed  who  promptly  reduces  it  to 
writing.  All  such  orders  must  be  re¬ 
tained  at  the  point  of  sale  by  the  party 
dispensing  the  feed  for  a  period  of  not 
less  than  2  years.  The-  order  shall  in¬ 
clude: 

(1)  Veterinarian’s  name,  address,  and 
telephone  number; 

(ii)  Client’s  name  and  address; 

(iii)  Type  of  feed  (e.g.,  starter, 
grower,  finishing  ration),  including  the 
quantitative  level  of  the  drug(s)  in¬ 
volved  (e.g,  grams  per  ton); 

(iv)  Species  to  be  treated,  and  indica¬ 
tions  for  use; 

(V)  Total  amount  of  feed  to  be  mixed 
and  number  of  refills  permitted.  The 
amount  of  feed  prescribed  shall  not 
exceed  the  amount  reasonably  neces¬ 
sary  to  treat  the  number  of  animals 
involved;  and 

(vi)  Date. 

(d) (1)  A  premix  (Type  A  medicated 
feed  article)  used  in  the  manufacture 
of  a  restricted  animal  feed  shall  be  dis¬ 
tributed  in  accordance  with  the  provi¬ 
sions  of  §  510.7  of  this  chapter. 

(2)  A  restricted  medicated  animal 
feed  may  be  distributed  to  a  consignee 
who  is  not  the  user  of  the  article  if  he 
provides  the  consignor  with  a  signed 
statement  that  he  will  only  dispense 
such  articles  to  those  permitted  to  re¬ 
ceive  them  (i.e.  persons  having  an 
order  from  a  licensed  veterinarian), 
that  he  will  maintain  the  required  re¬ 
cords  to  establish  such  dispensing,  and 
that  the  consignee  will  permit  the 
Pood  and  Drug  Administration  to  in¬ 
spect  the  records  at  all  reasonable 
hours  upon  request  by  any  duly  autho¬ 
rized  officer  or  employee  of  the  Food 
and  Drug  Administration  or  other  em¬ 
ployee  acting  on  behalf  of  the  Secre¬ 
tary  of  Health,  Education,  and  Wel¬ 
fare. 

(e) (1)  The  label  and  labeling  of  pre¬ 
mixes  (Type  A  medicated  feed  arti¬ 
cles),  intermediate  premixes  (Type  B 
medicated  feed  articles),  and  restricted 
medicated  animal  feeds  containing  2 
grams  per  pound  of  penicillin,  chlorte¬ 
tracycline,  or  oxytetracycline  in  50- 
pound  packages  shall  bear,  in  addition 
to  the  other  information  required  by 
the  act,  the  statement  “For  use  pnly  in 
the  manufacture  of  restricted  medicat¬ 
ed  animal  feeds  to  be  used  on  the 
order  of  a  licensed  veterinarian”. 

(2)  The  label  and  labeling  of  com¬ 
plete  restricted  medicated  animal 
feeds  shall  bear,  in  addition  to  the 
other  information  required  by  the  act, 
the  statement  “For  use  only  on  the 
order  of  a  licensed  veterinarian”. 

(3)  All  restricted  medicated  animal 
feeds  dispensed  on  the  order  of  a  li¬ 
censed  veterinarian  shall  be  appropri¬ 
ately  labeled  for  use.  Such  use  shall 
include  only  those  conditions  for 
which  the  article  has  been  approved 
under  this  part. 
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(f )  An  animal  feed  containing  two  or 
more  animal  drugs  is  a  restricted  medi¬ 
cated  animal  feed  if  any  ingredient 
alone  would  cause  a  feed  containing  it 
to  be  a  restricted  medicated  animal 
feed. 

(g)  A  veterinarian’s  order  is  required 
for  the  dispensing  of  any  restricted 
medicated  animal  feed  150  days  after 
publication  of  a  final  regulation. 

3.  By  amending  §558.15  by  adding 
new  paragraph  (h)  to  read  as  follows: 

§  558.15  Antibiotic,  nitrofuran,  and  sul¬ 
fonamide  drugs  in  the  feed  of  animals. 

*  *  •  «  • 

(h)  Feeds  manufactured  from  pre¬ 
mixes  in  paragraph  (g)(1)  or  (2)  of  this 
section  containing  penicillin,  chlorte- 
tracycline,  or  oxytetracycline  are  re¬ 
stricted  medicated  animal  feeds  and 
their  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

4.  By  amending  §558.55  by  adding 
new  paragraph  (c)(3)  to  read  as  fol¬ 
lows: 

§  558.55  Amprolium. 

*  «  *  *  « 

(c)  •  •  • 

(3)  Feeds  containing  amprolium  in 
combination  with  chlortetracycline  or 
penicillin  are  restricted  medicated 
animal  feeds  and  their  distribution 
must  be  in  accordance  with  §  558.7. 

«  «  «  «  * 

5.  By  amending  §558.58  by  revising 
paragraph  (c)  to  read  as  follows: 

§  558.58  Amprolium  and  ethopabate. 

*  *  «  *  « 

(c)  Special  considerations.  (1)  Fin¬ 
ished  feeds  containing  amprolium  and 
ethopabate  as  the  sole  drugs,  pro¬ 
cessed  from  feed  supplements  contain¬ 
ing  not  more  than  0.05  percent  ampro¬ 
lium  and  0.016  percent  ethopabate, 
and  conforming  to  the  requirements  of 
paragraph  (e)  of  this  section  are  not 
required  to  comply  with  the  provisions 
of  section  512(m)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act. 

(2)  Feeds  containing  amprolium  and 
ethopabate  in  combination  with  chlor¬ 
tetracycline  or  penicillin  are  restricted 
medicated  animal  feeds  and  their  dis¬ 
tribution  must  be  in  accordance  with 
§  558.7. 

*  «  *  *  * 

6.  By  amending  §  558.76  by  revising 
paragraph  (c)(2)  and  adding  new  para¬ 
graph  (c)(3)  to  read  as  follows: 

§  558.76  Bacitracin  methylene  disalicylate. 

***** 

(c)  *  *  * 


(2)  Finished  feeds  containing  baci¬ 
tracin  methylene  disalicylate  as  the 
sole  drug  and  conforming  to  the  re¬ 
quirements  of  paragraph  (e)(1)  and  (2) 
of  this  section  are  not  required  to 
comply  with  the  provisions  of  section 
512(m)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

(3)  Feeds  containing  bacitracin 
methylene  disalicylate  in  combination 
with  penicillin  are  restricted  medicat¬ 
ed  animal  feeds  and  their  distribution 
must  be  in  accordance  with  §  558.7. 

***** 

7.  By  amending  §558.78  by  revising 
paragraph  (c)(2)  and  adding  new  para¬ 
graph  (c)(3)  to  read  as  follows: 

§  558.78  Bacitracin,  zinc. 

***** 

(c)  *  •  * 

(2)  Finished  feeds  containing  zinc 
bacitracin  as  the  sole  drug  and  con¬ 
forming  to  the  requirements  of  para¬ 
graph  (d)(1)  and  (2)  of  this  section  are 
not  required  to  comply  with  the  provi¬ 
sions  of  section  512(m)  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act. 

(3)  Feeds  containing  zinc  bacitracin 
in  combination  with  penicillin  are  re¬ 
stricted  medicated  animal  feeds  and 
their  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

***** 

8.  By  amending  §  558.105  by  revising 
paragraph  (d)  to  read  as  follows: 

§  558.105  Buquinolate. 

***** 

(d)  Special  considerations.  (1)  Maxi¬ 
mum  level  permitted  in  medicated 
feed:  0.011  percent  (100  grams  per 
ton).  Do  not  use  in  feeds  containing 
bentonite. 

(2)  Feeds  containing  buquinolate  in 
combination  with  chlorte-tracycline  or 
penicillin  are  restricted  medicated 
animal  feeds  and  their  distribution 
must  be  in  accordance  with  §  558.7. 

***** 

9.  By  amending  §  558.128  by  revising 
paragraph  (c)  to  read  as  follows: 

§558.128  Chlortetracycline. 

***** 

(c)  Special  considerations.  (1)  Fin¬ 
ished  feeds .  containing  chlortetracy¬ 
cline  and  conforming  to  the  require¬ 
ments  of  paragraph  (e)(1)  and  (2)  of 
this  section  and  finished  feeds  manu¬ 
factured  from  medicated  feed  articles 
containing  2  grams  per  pound  chlorte- 
tracyciine  as  the  sole  drug  in  50-pound 
packages  are  not  required  to  comply 
with  the  provisions  of  section  512(m) 


of  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act. 

(2)  Feeds  containing  chlortetracy¬ 
cline  (except  as  provided  in  paragraph 

(e)(1)  and  (2)  of  this  section)  are  re¬ 
stricted  medicated  animal  feeds  and 
their  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

*  •  *  «  « 

10.  By  amending  §  558.145  by  revis¬ 
ing  paragraph  (d)  to  read  as  follows: 

§  558.145  Chlortetracycline,  procaine  peni¬ 
cillin,  and  sulfamethazine. 

***** 

(d)  Special  considerations.  This  is  a 
restricted  medicated  animal  feed  and 
its  distribution  must  be  in  accordance 
with  §  558.7. 

*  *  *  *  « 

11.  By  amending  §558.155  by  revis¬ 
ing  paragraph  (d)  to  read  as  follows: 

§  558.155  Chlortetracycline,  procaine  peni¬ 
cillin,  and  sulfathiazole. 

***** 

(d)  Special  considerations.  This  is  a 
restricted  medicated  animal  feed  and 
its  distribution  must  be  in  accordance 
with  §  558.7. 

***** 

12.  By  amending  §558.175  by  adding 
new  paragraph  (f)  to  read  as  follows: 

§  558.175  Clupidol. 

*  *  «  *  * 

(f)  Special  considerations.  Feeds 
containing  clopidol  in  combination 
with  chlortetracyline  are  restricted 
medicated  animal  feeds  and  their  dis¬ 
tribution  must  be  in  accordance  with 
§  553.7. 

***** 

13.  By  amending  §553.195  by  revis¬ 
ing  paragraph  (f )  to  read  as  follows: 

§  558.195  Decoquinate. 

***** 

(f)  Special  considerations.  (1)  Ben¬ 
tonite  should  not  be  used  in  decoquin- 
ate  feeds. 

(2)  Feeds  containing  decoquinate  in 
combination  with  chlortetracycline 
are  restricted  medicated  animal  feeds 
and  their  distribution  must  be  in  ac¬ 
cordance  with  §  558.7. 

***** 

14.  By  amending  §558.225  by  revis¬ 
ing  paragraph  (c)  to  read  as  follows: 
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§  558.225  Diethyistilbestrol. 

•  •  •  *  • 

(c)  Special  considerations.  (1)  Maxi¬ 
mum  level  of  diethyistilbestrol  permit¬ 
ted  in  concentrate  for  cattle  is  0.0044 
percent. 

(2)  Feeds  containing  diethyistilbes¬ 
trol  in  combination  with  either  chlor- 
tetracycline  or  oxytetracycline  are  re¬ 
stricted  medicated  animal  feeds  and 
their  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

*  •  •  •  * 

15.  By  amending  §558.274  by  revis¬ 
ing  paragraph  (c)  to  read  as  follow,  s: 

§  558.274  Hygromycin  B. 

*  •  *  •  * 

(c)  Special  considerations.  (1)  Com¬ 
plete  chicken  feeds  containing  hygro¬ 
mycin  B  as  a  sole  drug,  processed  from 
feed  supplements  containing  not  more 
than  32  grams  per  ton  hygromycin  B, 
and  conforming  to  the  requirements  of 
paragraph  (e)  of  this  section  are  not 
required  to  comply  with  the  provisions 
of  section  512{m)  of  the  Federal  Food. 
Drug,  and  Cosmetic  Act. 

(2)  Feeds  containing  hygromycin  B 
in  combination  with  chlortetracycline 
or  penicillin  are  restricted  medicated 
animal  feeds  and  their  distribution 
must  be  in  accordance  with  §  558.7. 

•  *  •  •  • 

16.  By  amending  §  558.355  by  adding 
new  paragraph  (dK5)  to  read  as  fol¬ 
lows: 

§  558.355  Monensin. 

•  •  •  *  « 

(d)  *  *  • 

(5)  Feeds  containing  monensin  in 
combination  with  oxytetracycline  are 
restricted  medicated  animal  feeds  and 
their  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

*  «  *  •  « 

17.  By  amending  §  558.365  by  revising 
paragraph  (e)  to  read  as  follows: 

§558.365  Nequinate. 

*  ,  •  •  •  • 

(e)  Special  considerations.  (1)  Do 
not  use  in  feeds  containing  bentonite. 

(2)  Feeds  containing  nequinate  in 
combination  with  oxytetracycline  are 
restricted  medicated  animal  feeds 
whose  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

•  •  •  •  « 

18.  By  amending  §558.450  by  revis¬ 
ing  paragraph  (c)  to  read  as  follows: 
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§558.450  Oxytetracycline. 

•  «  •  *  • 

(c)  Special  considerations.  (1)  Fin¬ 
ished  feeds  manufactured  from  medi¬ 
cated  feed  articles  that  contain  2 
grams  per  pound  oxytetracycline  as 
the  sole  drug  in  50-pound  packages  are 
not  required  to  comply  with  the  provi¬ 
sions  of  .section  512(m)  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act. 

(2)  Feeds  containing  oxytetracycline 
are  restricted  medicated  animal  feeds 
and  their  distribution  must  be  in  ac¬ 
cordance  w’ith  §  558.7. 

(3)  The  amount  of  oxytetracycline  is 
expressed  in  terms  of  an  equivalent 
amount  of  oxytetracycline  hydrochlo¬ 
ride. 

«  «  «  *  # 

19.  By  amending  §  558.460  by  adding 
new  paragraph  (d)  to  read  as  follows: 

§558.460  Penicillin. 

*  •  «  •  « 

(d)  Special  considerations.  (1)  Fin¬ 
ished  feeds  manufactured  from  medi¬ 
cated  feed  articles  that  contain  2 
grams  per  pound  penicillin  as  the  sole 
drug  in  50-pound  packages  are  not  re¬ 
quired  to  comply  with  the  provisions 
of  section  512(m)  of  the  Federal  Food. 
Drug,  and  Cosmetic  Act. 

(2)  Feeds  containing  penicillin  are 
restricted  medicated  animal  feeds  and 
their  distribution  must  be  in  accor¬ 
dance  with  §  558.7. 

«  •  «  «  • 

20.  By  amending  §558.515  by  revis¬ 
ing  paragraph  (d)  to  read  as  follows: 

§  558.515  Robenidine  bydrochloride. 

«  •  •  •  • 

(d)  Special  considerations.  (1)  Fin¬ 
ished  feed  containing  robenidine  hy¬ 
drochloride  must  be  fed  within  50  days 
from  the  date  of  manufacture. 

(2)  Do  not  use  in  feeds  containing 
bentonite. 

(3)  Feeds  containing  robenidine  hy¬ 
drochloride  in  combination  with  either 
chlortetracycline  or  oxytetracycline 
are  restricted  medicated  animal  feeds 
and  their  distribution  must  be  in  ac¬ 
cordance  with  §  558.7. 

*  •  •  •  •  . 

21.  By  amending  §558.680  by  revis¬ 
ing  paragraph  (c)  to  read  as  follows: 

§  558.680  Zoalene. 

•  *  •  •  « 

(c)  Special  considerations.  (1)  Com¬ 
plete  poultry  feeds  containing  zoalene 
as  a  sole  drug,  processed  from  feed 
supplements  containing  not  more  than 


0.0375  percent  zoalene,  and  conform¬ 
ing  to  the  requirements  of  paragraph 

(e)  of  this  section  are  not  required  to 
comply  with  the  provisions  of  section 
512(m)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

(2)  Feeds  containing  zoalene  in  com¬ 
bination  with  chlortetracycline  or 
penicillin  are  restricted  medicated 
animal  feeds  and  their  distribution 
must  be  in  accordance  with  §  558.7. 

*  «  •  •  • 

Interested  persons  may,  on  or  before 
April  20,  1978,  submit  to  the  Hearing 
Clerk  (HFC-20),  Food  and  Drug  Ad¬ 
ministration,  Rm.  4-65,  5600  Fishers 
Lane,  Rockville,  Md.  20857,  written 
comments  regarding  this  proposal. 
Four  copies  of  all  comments  shall  be 
submitted,  except  that  individuals 
may  submit  single  copies  of  comments, 
and  shall  be  identified  with  the  Hear¬ 
ing  Clerk  docket  number  found  in 
brackets  in  the  heading  of  this  docu¬ 
ment.  Received  comments  may  be  seen 
in  the  above  office  between  the  hours 
of  9  a.m.  and  4  p.m.,  Monday  through 
Friday. 

Because  of  the  broad  public  interest 
in  and  concern  about  the  proposed  re¬ 
striction  on  the  distribution  of  penicil¬ 
lin  and  tetracycline-containing  animal 
feeds,  the  Commissioner  has  deter¬ 
mined  that,  in  addition  to  the  90  day 
comment  period  for  receipt  of  written 
comments,  two  informal  public  hear¬ 
ings,  in  accord  with  the  provisions  of 
21  CFR  Part  15,  should  be  held  on  the 
proposal  in  geographic  areas  where  it 
will  have  its  major«  impact.  The  pur¬ 
pose  of  the  informal  hearings  is  to 
provide  an  open  forum  for  the  presen¬ 
tation  of  information  and  views  con¬ 
cerning  all  aspects  of  the  proposal  by 
interested  persons,  be  they  consumers, 
scientists,  farmers,  feed  manufactur¬ 
ers,  or  representatives  of  manufactur¬ 
ers  of  regulated  products. 

In  preparing  a  final  regulation,  the 
Commissioner  will  consider  the  a^in- 
istrative  record  of  these  hearings 
along  with  all  other  written  comments 
received  during  the  comment  period 
specified  in  the  proposal.  The  hearings 
will  be  held  during  the  comment 
period,  and  the  Commissioner  will 
issue  separate  Federal  Register  no¬ 
tices  announcing  them,  when  the  final 
arrangements  for  their  conduct  are 
completed.  The  hearings  will  be  open 
to  the  public.  Any  interested  person 
who  files  a  written  notice  of  participa¬ 
tion  may  be  heard  with  respect  to  mat¬ 
ters  relevant  to  the  issues  under  con¬ 
sideration. 

Note.— The  Food  and  Drug  Administra¬ 
tion  has  determined  that  this  document 
does  not  contain  a  major  proposal  requiring 
preparation  of  an  economic  impact  state¬ 
ment  under  Executive  Order  11821  (as 
amended  by  Executive  Order  11949)  and 
OMB  Circular  A-107.  A  copy  of  the  econom¬ 
ic  impact  assessment  is  on  file  with  the 


FEDERAL  REGISTER,  VOL  43,  NO.  14— FRIDAY,  JANUARY  20,  1978 


PROPOSED  RULES 


301 


Hearing  Clerk,  Food  and  Drug  Administra¬ 
tion. 

The  Food  and  Drug  Administration 
has  also  determined  that  the  notices 
jointly  pertaining  to  penicillin  and  te¬ 
tracyclines  in  animal  feeds  do  not  com¬ 
prise  a  major  economic  impact  (see  the 
Federal  Register  of  June  10,  1977  (42 
FR  29028),  August  30,  1977  (42  FR 
43770),  October  21,  1977  (42  PR 

56254),  and  this  notice).  A  copy  of  the 


combined  economic  impact  assessment 
is  on  file  with  the  Hearing  Clerk,  Pood 
and  Drug  Administration  in  this 
docket  file  and  in  the  docket  files  of 
the  three  other  actions. 

Dated:  January  17,  1978. 

Donald  Kenned?, 
Commissioner  of  Food  and  Drugs. 

[FR  Doc.  78-1482  Filed  1-17-78;  8;45  am] 
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